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H. CLAIMS; 



10, 4857 P. 3 

RECEIVED 
CENTRAL FAX CENTER 

OCT 2 3 2006 



1 . (Cuirently Amended) Chimeric oligonucleotides of the gaaefal formula I, II or III 




whoroin R ia s elect e d from th e group conflicting of 
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and wherein 

n is at least 10 and not more than 20, 

Ri is selected from the group consisting of S' 3 CH3, and 0\ where at lea st one Rl 

is S\ 

B is selected from the group consisting of thymine, cytosine, adenine, and 
guanine, 

p is at least 3 and not more than 17, 

Bi is selected from the group consisting of thymine, cytosine, adenine, guanine, 5- 
propyluracil, and 5-propylcytosine, 

R 2 is selected from the group consisting of H, F, NH 2 , O-alkyl (d - C5), O-allyl, 
and O-methoxyethoxy, 

R 3 is selected from the group consisting of NH and O, wherein if R 3 is NH, R 2 
must not be selected from the group consisting of NH 2 , 0-alkyl (Ci - C 5 ), O-allyl, and O- 
methoxyethoxy, 

R4 is selected from the group consisting of 2\3'-dideoxy-3'-fluoroguanosine J 
2 , ,3 7 -dideoxy-3'-a2idoguanosine s 2S3Mideoxy-3'-aminoguanosine, 2\3 '-.acyclovir, 
gancyclovir, 2 > -deoxyadenosine, 2'-deoxyguanosine 7 2'-deoxycytidine s and T- 
deoxythymidine, 

L is selected from the group consisting of [^=]-{P0 2 )-OCH 2 -COH-CH 2 -NH- and - 
(P02)-OCH r CH(CH2COOH)-(CH z )4NH- 

and wherein each chimeric oligonucleotide inhibits telomerase activity. 

2. (Currently Amended) The oligonucleotides according to claim 1, wherein R is of 
formula I. or II. 

3-4. Cancelled 
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5. (Original) The oligonucleotides according to claim 1, wherein Ri to R4 and B and Bj 
vary from a nucleotide unit to another nucleotide unit 

6. (Previously Presented) The oligonucleotides according to claim 1, wherein the 
oligonucleotides having a nucleotide sequence is selected from the group consisting of 

5 ' -TCAGATT AGTACTCGTC AGAGTTAGGGTTAG-3 ' (SEQ ID No. 1) 
5 ' -TCAGATT AGGACTGCTC AGAGTTAG-3 ' (SEQ ID No. 2) 
5 ' -TCAGATTAGTACTCGTC AG ACAGTT AGGGTTAG-3 ' (SEQ ID No. 3) 
5 ' -TCAGATT AGTACTCGTC AG AGTT AGAGTTAG-3 ' (SEQ ID No. 4) 
5 ' -TCAG ATTAGGACTGCTC AGAGUUAG-3 ' (SEQ ID No. 5) 
5 ' -TCAG ATTAGG ACTGCTCAGAU AGUUAG3 ' (SEQ ID No. 6) 
5^TCAGATTAGGACTGCTCAGAGUUAGGGTTAGACAA-3' (SEQ ID No.7) 
5 ' -TCAGATTAGGACTGCGTTAGGGTTAGACAA-3' (SEQ ID No. 8) 
5'-TCAGATTAGTACTCGTCAGA-0(P0 2 )OCH 2 CH(CH2COOH-(CH2))4-NH- 

T AG GGTTAGAC AA-3 ' (SEQ ID No. 9) 

5'-TCAGATTAGTACTCGTCAGAGTTAGKK}TTA-azidodeoxyguanosine-3 , (SEQ ID 

No. 10) 

5'-AATCCTCCCCCAGTTCACCC- GTTAGGGT-3' (SEQ ID No. 11) 

5 -TCTCCCAGCGTGCGCCAT- GUUAGGGUUAG-3 ' (SEQ ID No. 12) 

5 ' - ATGTATGCTGTGGCT- n(L) -GTTAGG-3' (SEQ ID No. 13) 

5'- GTACTGCTCAGA-GTTAGGGTTAG-3 ' (SEQ ID No. 14) 

5'- GTACTGCTCAGA-GTTAGGGT-3' (SEQ ID No. 15) 

5'- GTACTGCTCAGA-GUUAGGGUUAG-3' (SEQ ID No. 16) 

5'- GTACTGCTCAGA-n(L)-GTTAGG-3 ' (SEQ ID No. 17) 

5 '-GGCCAGC AGCTG- GUUAGGGUUAG-3 ' (SEQ ED No. 18) 

5'- TGCTCAGA-GUUAGGGUUAG-3' (SEQ ID No. 19) 

5'- TGCTCAGA-n(L)-GTTAGG-3 ' (SEQ ID No. 20) 

5'- TCAGACATATACTGCTCAGA-n(L)-TAGGGTTAGACAA-3' (SEQ ID No. 21) 

5'- ACT GCT CAG A-GTT AG-3' (SEQ ID No. 22) 

5'- ACT GCT CAG A-GUU AGG GUU AG-3' (SEQ ED No. 23) 
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5'- ATA CTG CTC AGA-linker-GTT AGG GTT AG-3* (SEQ ID No. 24) 
5'- TTA GTA CTG CTC AGA-GTT AGG GTT AG-3' (SEQ ID No. 25) 
5'- TCA GAT TAG TAC TGC TCA GA-GTT AG-3' (SEQ ID No. 26) 
5'- TCA GAT TAG TAC TGC TCA GA-GTT AG-3' (SEQ ID No. 27) and 
5'-ACT GCT CAG A-GTT AGGGTTAG-3' (SEQ ID No. 28). 

7. (Previously presented) A method of inhibiting telomerase activity, comprising the 
administering of chimeric oligonucleotides of claim 1 to a human tumor cell line. 

8. (Previously Presented) A method of inhibiting telomerase activity in tumor cells in a 
mammal comprising the administering of chimeric oligonucleotides of claim 1 in a flank region, 
wherein the oligonucleotides have a nucleotide sequence selected from the group consisting of: 

5'-TCAGATTAGTACTCGTCAGAGTTAGGGTTAG-3' (SEQ ID No. I) 
5'-TCAGATTAGGACTGCTCAGAGTTAG-3' (SEQ ID No. 2) 
5'-TCAGATTAGTACTCGTCAGACAGTTAGGGTTAG-3' (SEQ ID No. 3) 
5 '-TCAGATTAGTACTCGTC AGAGTTAGAGTTAG-3 ' (SEQ ID No. 4) 
S'-TCAGATTAGGACTGCTCAGAGUUAG-3' (SEQ ID No. 5) 
5'-TCAGATTAGGACTGCTCAGAUAGUUAG3' (SEQ ID No. 6) 
5^TCAGATTAGGACTGCTCAGAGUUAGGGTTAGACAA-3' (SEQ ID No.7) 
5 ' -TCAGATTAGGACTGCGTTAGGGTTAGACAA-3 ' (SEQ ID No. 8) 
5'-TCAGATTAGTACTCGTCAGA-0(P02)OCH2CH(CH2COOH-(Cfl2))4-NH- 

TAGGGTTAGACAA-3' (SEQ ID No. 9) 

5'-TCAGATTAGTACTCGTCAGAGTTAGGGTTA-azidodeoxyguanosine-3 , (SEQ ID 

No. 10) 

5'-AATCCTCCCCCAGTTCACCC- GTTAGGGT-3' (SEQ ID No. 11) 
S'-TCTCCCAGCGTGCGCCAT- GUUAGGGUUAG-3 ' (SEQ ID No. 12) 
5 '-ATGTATGCTGTGGCT- n(L) -GTTAGG-3' (SEQ ID No. 13) 
5'- GTACTGCTC AGA-GTTAGGGTTAG-3 ' (SEQ ID No. 14) 
5'- GTACTGCTCAGA-GTTAGGGT-3 ' (SEQ ID No. 15) 
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5'- GTACTGCTCAGA-GUUAGGGUUAG-3 ' (SEQ ID No. 16) 
5'- GTACTGCTCAGA-n(L)-GTTAGG-3' (SEQ ID No. 17) 
S'-GGCCAGCAGCTG- GUUAGGGUUAG-3 ' (SEQ ID No. 18) 
5'- TGCTCAGA-GUUAGGGUUAG-3' (SEQ ID No. 19) 
5 '- TGCTCAGA-n(L)-GTTAGG-3 ' (SEQ ID No. 20) 

5'- TCAGACATATACTGCTCAGA-n(L)-TAGGGTTAGACAA-3' (SEQ ID No. 21) 

5'- ACT GCT CAG A-GTT AG-3* (SEQ ID No. 22) 

5'- ACT GCT CAG A-GUU AGG GUU AG-3* (SEQ ID No. 23) 

5'- ATA CTG CTC AGA-linker-GTT AGG GTT AG-3' (SEQ ID No. 24) 

5'- TTA GTA CTG CTC AGA-GTT AGG GTT AG-3' (SEQ ID No. 25) 

5'- TCA GAT TAG TAC TGC TCA GA-GTT AG-3 ' (SEQ ID No. 26) 

5'- TCA GAT TAG TAC TGC TCA GA-GTT AG-3 ' (SEQ ID No. 27) and 

5'-ACT GCT CAG A-GTT AGGGTTAG-3' (SEQ ID No. 28). 

9. (Currently Amended) The oligonucleotides of claim 1 , wh e r e in said oligonucl e otid e 
binds bound to telomerase thereby inhibiting telomerase catalytic activity. 

10. (Currently Amended) The bound oligonucleotides of claim 9 wherein said binding to 
telomerase occurs either inside a eukaryotic cell or in the absence of intact eukaryotic cells. 

1 1. (Currently Amended) The bound oligonucleotides of claim 10, wherein said binding 
to telomerase occurs inside a tumor cell. 

12. (Previously Presented) The method of claim 8, wherein the admini6tering is by an 
intravenous route. 

13. Cancelled 

14. (Previously Presented) The method of claim 13, wherein the tumor cells are 
mammalian tumor cells. 
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15. (Previously Presented) The method of claim 13, wherein the tumor cells are human 
tumor cells. 

16. (Previously Presented) The method of claim 7, wherein the oligonucleotide has the 
structure described in SEQ ID NO: 1-28. 

17. (Currently Amended) The bound oligonucleotide of claim 9 wherein the bind 
oligonucleotide is bound to telomerase comprise s to die telomerase RNA component. 

1 8 . (Currently Amended) A method of inhibiting telomerase activity in vitro comprising 
th e administ e ring of contacting the chimeric oligonucleotides of claim 1 with telomerase under 
conditions permissive of oligonucleotide-telomerase binding , from having tho general formula I : 
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wher e in R is s e l e ct e d from th o group oonoiating of 
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and wher e in - 

-n i s at least 10 mid not mor e than 20 ? 

fet is select e d from the group consisting of S", Cflk, and 0" 7 
B is selected from tho group consisting of thymin o , cytosino, adonino, and 
guanin e , 

* p io at least 3 and not more than 17, 

Si is s e l e cted from tho group consisting of thymino, oytosino, ad e nin e , guanine^ 
propyluraoil, and 5 propylcytosino, 

Raio aolootod from the group consisting of II, F, ML, O alkyl (Ci Q0, O allyl, 
and O mothoxyothoxy, 

Raia sclootcd from th e group consisting of NH and O, wherein if io NH, Ra 
must not bo sel e ct e d from th e group consisting of NH^O alkyl (C+ — Q - allyl, and O 
mothoxyothoxy, 

Ri is select e d from th e group consisting of 2\T didooxy S' - fluoroguanosino, 
2%3' - didooxy 3' azidoguanosinc, 2\V didcoxy3' aminoguano g inc, 2 ',3* - acyclovir, 
ganoyolovir, 2' d e oxyad o noainc, 2 ? - dooxyguanosin e , 2' dcoxycytidinc, and 2' 
dcoxythymidin e , 

L is selected from the group consisting of (PO a )-0€H a - COH - CHa NH and- 

wo*) ocih cii(cii^cooii) (ciw ra- 
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aad wherein oach chimeric oligonucl e otid e inhibit s t o lomorooo activity. 

19. (New) An oligonucleotide according to claim 1 bound non-specifically to a protein 

site. 

20. (New) The bound oligonucleotide of claim 19 where the protein $ite is the primer 
binding site. 

21. (New) The oligonucleotides of claim complexed with a cationic liposome. 

22. (New) The oligonucleotides according to claim 1, of formula HI. 
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